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TI Compositions and methods for enhancing hybridization and priming 

specificity 

IN Van Ness, Jeffrey, Seattle, WA, United States 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB Compositions and methods are provided for increasing the specificity of 

a probe nucleic acid for a target nucleic acid in a hybridization 
solution. An abasic residue, deoxyNebularine residue, or a hybotrope is 
used to increase specificity. A method is provided for identifying 
useful hybotropes; including salts, water miscible organic solvents, 
aprotic solvents and organic solvents, on the basis of enthalpy 
considerations. Hybotropic hybridization and modified oligonucleotides 
may be used in amplification reactions, such as PGR, sequence analysis 
methods, and genomic screening methods. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Methods for preparing conjugates 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods are disclosed for conjugating one moiety to another moiety. In 

the method the moieties are reacted with one another in a protic 
solvent. Reaction between the moieties and the protic solvent during the 
conjugating is negligible or reversible. A stable bond is formed between 
the moieties to produce a product that is not subject to 
.beta . -elimination at elevated pH. Usually, one of the moieties 
comprises an unsaturation between two carbon atoms. One of the carbon 
atoms is or becomes an electrophile during the conjugating. The other of 
the moieties comprises a functionality reactive with the electrophile 
carbon atom to form a product that comprises the unsaturation. Compounds 
comprising both of the moieties as well as precursor molecules are also 
disclosed. Methods are also disclosed for determining an analyte in a 
sample employing compounds as described above. 
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AB Disclosed are methods for detecting or quantifying one or more target 

polynucleotide sequences in a sample. In one aspect, a sample is 
contacted with first and second probe pair that are capable of 
hybridizing to a selected target sequence and a corresponding 
complementary sequence, respectively. Probe cleavage and ligation 
results in the formation of ligation products which can be generated in 
an exponential fashion when the target sequence and/or complement are 
present in the sample. In another embodiment, a single probe pair can be 
used to form ligation product in a linear fashion from a complementary 
template. Reagents and kits are also disclosed. 
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TI Methods and compositions for determining the sequence of nucleic acid 

molecules 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compounds, including compositions therefrom, are provided 

for determining the sequence of nucleic acid molecules . The methods 
permit the determination of multiple nucleic acid sequences 
simultaneously. The compounds are used as tags to generate tagged 
nucleic acid fragments which are complementary to a selected target 
nucleic acid molecule. Each tag is correlative with a 

particular nucleotide and, in a preferred embodiment, is detectable by 

mass spectrometry. Following separation of the tagged 

fragments by sequential length, the tags are cleaved from the tagged 

fragments. In a preferred embodiment, the tags are detected by 

mass spectrometry and the sequence of the nucleic acid 

molecule is determined therefrom. The individual steps of the methods 

can be used in automated format, e.g., by the incorporation into 

systems . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process for determining the identity of a target polypeptide using 

mass spectroscopy is provided. Depending on the target polypeptide to be 
identified, a process as disclosed can be used, for example, to diagnose 
a genetic disease or chromosomal abnormality, a predisposition to a 
disease or condition, or infection by a pathogenic organism; or for 
determining identity or heredity. Kits for performing the disclosed 
processes also are provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB The present invention provides novel methods for preparing 

oligonucleotide conjugates using a novel electrophilic haloacetyl 
linker. Novel compounds and intermediates are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process for determining the identity of a target polypeptide using 

mass spectroscopy is provided. Depending on the target polypeptide to be 
identified, a process as disclosed can be used, for example, to diagnose 
a genetic disease or chromosomal abnormality, a predisposition to a 
disease or condition, or infection by a pathogenic organism; or for 
determining identity or heredity. Kits for performing the disclosed 
processes also are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods and a kit for primer extension of PNA-DNA 

chimera from template nucleic acids using polymerases, nucleotide 
5 • -triphosphates, and primer extension reagents. Structural requirements 
of the chimera for primer extension include 5 to 15 contiguous PNA 
monomer units, 3 or more contiguous nucleotides, and a 3' hydroxyl 
terminus. The chimera and/or a nucleotide is labelled with fluorescent 



dyes or other labels. The methods include DNA sequencing, DNA fragment 
analysis, reverse transcription, mini -sequencing, chromosome labelling, 
amplification, and single nucleotide polymorphism (SNP) detection. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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molecules 

IN Van Ness, Jeffrey, Seattle, WA, United States 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compounds, including compositions therefrom, are provided 

for determining the sequence of nucleic acid molecules. The methods 
permit the determination of multiple nucleic acid sequences 
simultaneously. The compounds are used as tags to generate tagged 
nucleic acid fragments which are complementary to a selected target 
nucleic acid molecule. Each tag is correlative with a 

particular nucleotide and, in a preferred embodiment, is detectable by 

mass spectrometry. Following separation of the tagged 

fragments by sequential length, the tags are cleaved from the tagged 

fragments. In a preferred embodiment, the tags are detected by 

mass spectrometry and the sequence of the nucleic acid 

molecule is determined therefrom. The individual steps of the methods 

can be used in automated format, e.g., by the incorporation into 

systems . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Nucleotide compositions containing aminooxy moieties are provided. In 

accordance with preferred embodiments, oligonucleotides and 
oligonucleotide analogs are provided which are specifically hybridizable 
with a selected sequence of RNA or DNA wherein at least one of the 
nucleoside moieties of the oligonucleotide is modified to include an 
aminooxy moiety. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Oligonucleotides and other macromolecules are provided which have 

increased nuclease resistance, substituent groups (such as 2 ' -aminooxy 
groups) for increasing binding affinity to complementary strand, and 
subsequences of 2 • -deoxy-erythro-pentof uranosyl nucleotides that 
activate RNase H. Such oligonucleotides and macromolecules are useful 
for diagnostics and other research purposes, for modulating the 
expression of a protein in organisms, and for the diagnosis, detection 
and treatment of other conditions susceptible to oligonucleotide 
therapeutics . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides fast and highly accurate mass 

spectrometer based processes for directly sequencing a target 
nucleic acid (or fragments generated from the target nucleic acid) , 
which by means of protection, specificity of enzymatic activity, or 
immobilization, are unilaterally degraded in a stepwise manner via 
exonuclease digestion and the nucleotides, derivatives or truncated 
sequences detected by mass spectrometry. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Nucleotide compositions containing aminooxy moieties are provided. In 

accordance with preferred embodiments, oligonucleotides and 
oligonucleotide analogs are provided which are specifically hybridizable 
with a selected sequence of RNA or DNA wherein at least one of the 
nucleoside moieties of the oligonucleotide is modified to include an 
aminooxy moiety. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB The invention provides fast and highly accurate mass 

spectrometer based processes for directly sequencing a target 
nucleic acid (or fragments generated from the target nucleic acid) , 
which by means of protection, specificity of enzymatic activity, or 
immobilization, are unilaterally degraded in a stepwise manner via 
exonuclease digestion and the nucleotides, derivatives or truncated 
sequences detected by mass spectrometry. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods are provided for detecting the binding of a first member to a 
second member of a ligand pair, comprising the steps of (a) combining a 
set of first tagged members with a biological sample which may contain 
one or more second members, under conditions, and for a time sufficient 
to permit binding of a first member to a second member, wherein said 
tag is correlative with a particular first member and detectable 
by non- fluorescent spectrometry, or potentiometry , (b) separating bound 
first and second members from unbound members, (c) cleaving the 
tag from the tagged first member, and (d) detecting the 
tag by non-fluorescent spectrometry, or potentiometry, and 
therefrom detecting the binding of the first member to the second 
member. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides immunogenic synthetic peptides which are 

useful alone or in PRP-conjugates in vaccines against Hemophilus 
influenza infection. Modifications are possible within the scope of the 
invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L9 ANSWER 15 OF 21 USPATFULL 
AN 1999:132241 USPATFULL 

TI Synthesis of polyribosylribitol phosphate oligosaccharides 

IN Chong, Pele, Richmond Hill, Canada 

Kandil/ Ali, Willowdale, Canada 

Sia, Charles, Thornhill, Canada 

Klein, Michel, Willowdale, Canada 
PA Connaught Laboratories Limited, North York, Canada (non-U. S. 

corporation) 
PI US 5972349 19991026 

AI US 1995-475985 19950607 (8) 

RLI Continuation of Ser. No. US 256839 
PRAI GB 1992-2219 19920302 
DT Utility 
FS Granted 

EXNAM Primary Examiner: Marschel, Ardin H. 
LREP Sim & McBurney 
CLMN Number of Claims: 8 
ECL Exemplary Claim: 1 

DRWN 2 8 Drawing Figure (s); 2 8 Drawing Page(s) 
LN.CNT 2097 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Polyribosylribitol phosphate oligosaccharides are produced in a 

multistep process. The compound of the formula: ##STR1## wherein R.sub. 
is a first protecting group and R.sub. 2 is a second protecting group, i 
coupled to a solid polyethylene glycol monomethyl ether (PEG) support. 
Following removal of the first protecting group, the resulting compound 
is coupled with a repeating unit for chain elongation of the formula: 
##STR2## The protecting group is removed from the phosphorus atom and 
the steps of removing the first protecting group, coupling with the 
repeating unit is repeated until the desired number of repeating units 
in the oligomer has been terminated. The oligomer then is terminated 
with a chain terminating molecule of the formula: ##STR3## wherein m is 
an integer and R.sub. 3 is a third protecting group. The resulting 
PEG-bound protected oligomer is a new product and the oligomer may be 
cleaved from the support and processed to provide a chemically-reactive 
functional group for binding the polysaccharide oligomer to a carrier 
molecule . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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degradation 
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AB Methods for determining the sequence of nucleic acids by cleaving the 

nucleic acid unilaterally from a first end with an exonuclease activity 
to sequentially release individual nucleotides, identifying each of the 
sequentially release nucleotides by mass spectrometry 

, and determining the sequence of the nucleic acid from the identified 
nucleotides are disclosed. The method is amenable to multiplexing for 
simulataneously determining more than one nuleic acid sequence. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for determining the sequence of nucleic acids by cleaving the 

nucleic acid unilaterally from a first end with an exonuclease activity 
to sequentially release individual nucleotides, identifying each of the 
sequentially release nucleotides by mass spectrometry 

, and determining the sequence of the nucleic acid from the identified 
nucleotides are disclosed. The method is amenable to multiplexing for 
simulataneously determining more than one nuleic acid sequence. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides modified oligonucleotide primers designed 

to incorporate a cleavable moiety so that a 3 ' portion of the primer 
(linked to an extension product) can be released from an upstream 5' 
portion of the primer. Upon selective cleavage of the cleavable site, 
primer extension products that contain about five or fewer base pairs of 
the primer sequence are released, to provide more useful sizing and 
sequence information per fragment than extension products containing the 
entire primer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides modified oligonucleotide primers that (i) 

are designed for attachment to a solid support in a manner that does not 
block the ability to extend the primer from its 3' end, and (ii) 
incorporate a clearable moiety so that a 3 ' portion of the primer 
(linked to an extension product) can be released from an immobilized 5' 
portion. Upon selective cleavage of the cleavable site, a large portion 
of the primer fragment remains affixed to the solid support. This 
enables the release of primer extension products that contain about five 
or fewer base pairs of the primer sequence, to provide more useful 
sizing and sequence information per fragment than extension products 
containing the entire primer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Synthetic peptides have an amino acid sequence corresponding to at least 

one antigenic determinant of at least one protein, usually a structural 
protein, particularly the PI, P2 and P6 protein, of Haemophilus 
influenzae (Hi), particularly type b, and are used as is, in chimeric 
T-B form, in lipidated form, linked to a carrier molecule, particularly 
a synthetic PRP molecule and/or polymerized to form molecular 
aggregates, in vaccines against Hi. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for determining the sequence of nucleic acids by cleaving the 

nueleic acid unilaterally from a first end with an exonuclease activity 
to sequentially release individual nucleotides, identifying each of the 
sequentially release nucleotides by mass spectrometry 

, and determining the sequence of the nueleic acid from the identified 
nucleotides are disclosed. The method is amenable to multiplexing for 
simultaneously determining more than one nucleic acid sequence. 
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